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CN 2H-3, l-Benzoxazin-2-one, 6-chloro-4- ( 2-cyclopropylethynyl ) -1, 4-dihydro-4- 

(trifluoromethyl)-, (4S)- (CA INDEX NAME) 
OTHER CA INDEX NAMES: 
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(trifluoromethyl)-, (S)- 
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CN (-) -Efavirenz 
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LIO ANSWER 1 OF 28 CAPLUS COPYRIGHT 2010 ACS on STN 
ACCESSION NUMBER: 2005:123086 CAPLUS 

DOCUMENT NUMBER: 142:217394 

TITLE: Combined cancer treatment methods using selected 

antibodies against aminophospholipids 

INVENTOR (S) : Thorpe, Philip E . ; Huang, Xianming; Ran, Sophia 

PATENT ASSIGNEE (S): Board of Regents, The University of Texas System, USA 

SOURCE: U.S. Pat. Appl . Publ . , 182 pp., Cent . -in-part of U.S. 

Ser. No. 621,269. 
CODEN: USXXCO 

DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 17 

PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 

US 20050031620 Al 20050210 US 2003-642058 20030815 <— 

US 7572448 B2 20090811 

US 20040170620 Al 20040902 US 2003-621269 20030715 <— 

US 7572442 B2 20090811 

AU 2009222538 Al 20091022 AO 2009-222538 20091001 <— 

PRIORITY APPLN. INFO.: US 2002-396263P P 20020715 <— 

US 2003-621269 A2 20030715 <— 

AU 2003-247869 A3 20030715 <— 

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB The invention provides new methods and compns. for safe and effective 

tumor vascular targeting, anti-angiogenesis and tumor destruction, which 
methods and compns. are also surprisingly effective in treating viral 
infections and related diseases. The invention is based, in part, on 
discoveries concerning the expression and role of anionic phospholipids in 
tumor vasculature and the involvement of aminophospholipids and anionic 
phospholipids in viral entry, replication and spread. The present 
invention further provides particularly advantageous antibodies and 
immunocon jugates that bind to aminophospholipids and anionic 
phospholipids, and a new class of peptide-based derivs., such as 
duramycin-based compns., that bind to phosphatidylethanolamine . 
OS. CITING REF COUNT: 5 THERE ARE 5 CAPLUS RECORDS THAT CITE THIS RECORD 
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processing of the v. 
protein 

Salzwedel, Karl; Lr, Feng; Wild, Carl T.; Allaway, 
Graham P.; Freed, Eric 0. 

Panacos Pharmaceuticals, Inc., USA; The United States 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB Inhibition of HIV-1 replication by disrupting the processing of the viral 
Gag capsid (OA) protein (p24) from the CA-spacer peptide 1 (SPl) protein 
precursor (p25) is disclosed. Amino acid sequences containing a mutation in 
the Gag p25 protein, with the mutation resulting in a decrease in the 
inhibition of processing of p25 to p24 by dimethylsuccinyl betulinic acid 
or dimethylsuccinyl betulin, polynucleotides encoding such mutated 
sequences and antibodies that selectively bind such mutated sequences are 
also included. Methods of inhibiting, inhibitory compds . and methods of 
discovering inhibitory compds. that target proteolytic processing of the 
HIV Gag protein are included. In one embodiment, such compds. inhibit the 
interaction of the HIV protease enzyme with Gag by binding to Gag rather 
than to the protease enzyme. In another embodiment, viruses or 
recombinant proteins that contain mutations in the region of the Gag 
proteolytic cleavage site can be used in screening assays to identify 
compds. that target proteolytic processing. 
OS. CITING REF COUNT: 1 THERE ARE 1 CAPLUS RECORDS THAT CITE THIS RECORD 

(1 CITINGS) 

REFERENCE COUNT: 69 THERE ARE 69 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

LIO ANSWER 3 OF 28 CAPLUS COPYRIGHT 2010 ACS on STN 
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DOCUMENT NUMBER: 141:409777 

TITLE: Aminophospholipid-specif ic antibodies, 

immunocon jugates and duramycin-based compounds for 
treating and diagnosing cancer and viral infections 

INVENTOR(S): Thorpe, Philip E.; Ran, Sophia 

PATENT ASSIGNEE (S): Board of Regents, The University of Texas System, USA 

SOURCE: U.S. Pat. Appl . Publ . , 181 pp., Cont . -in-part of U.S. 

Ser. No. 621,269. 

CODEN: USXXCO 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 17 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



US 20040219155 Al 20041104 US 2003-642099 20030815 <— 

US 7615223 B2 20091110 

US 20040170620 Al 20040902 US 2003-621269 20030715 <— 

US 7572442 B2 20090811 

AU 2009222538 Al 20091022 AO 2009-222538 20091001 <— 

PRIORITY APPLN. INFO.: US 2002-396263P P 20020715 <— 

US 2003-621269 A2 20030715 <— 

AU 2003-247869 A3 20030715 <— 

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB The invention provides new methods and compns. for safe and effective 

tumor vascular targeting, anti-angiogenesis and tumor destruction, which 
methods and compns. are also surprisingly effective in treating viral 
infections and related diseases. The invention is based, in part, on 
discoveries concerning the expression and role of anionic phospholipids in 
tumor vasculature and the involvement of aminophospholipids and anionic 
phospholipids in viral entry, replication and spread. The present 
invention further provides particularly advantageous antibodies and 
immunocon jugates that bind to aminophospholipids and anionic 
phospholipids, and a new class of peptide-based derivs., such as 
duramycin-based compns., that bind to phosphatidylethanolamine . 
OS. CITING REF COUNT: 6 THERE ARE 6 CAPLUS RECORDS THAT CITE THIS RECORD 

(6 CITINGS) 



REFERENCE COUNT: 



90 THERE ARE 90 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Inhibition of HIV-1 replication by disruption of the 
processing of the viral Gag capsid-spacer peptide 1 
protein to p24-Gag using betulin derivatives, such as 
3-0- (3 ' , 3 ' -dimethylsuccinyl) betulinic acid 
Salzwedel, Karl; Li, Feng; Wild, Carl T.; Allaway, 
Graham P.; Freed, Eric 0. 

Panacos Pharmaceuticals, Inc., USA; The Government of 
the United States of America, Asrepresented by the 
Secretary, Department of Health and Human Services; 
Wild, Carl, T.; Allaway, Graham, P.; Freed, Eric, 0. 
PCT Int. Appl., 84 pp. 
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AB Inhibition of human immunodeficiency virus 1 (HIV-1) replication by 

disrupting the processing of the viral Gag capsid (CA) protein (p24) from 
the CA-spacer peptide 1 (SPl) protein precursor (p25) is disclosed. Amino 

acid sequences containing a mutation in the Gag p25 protein, with the mutation 
resulting in a decrease in the inhibition of processing of p25 to p24 by 
dimethylsuccinyl betulinic acid or dimethylsuccinyl betulin, 
polynucleotides encoding such mutated sequences and antibodies that 
selectively bind such mutated sequences are also included. Methods of 
inhibiting, inhibitory compds . and methods of discovering inhibitory 
compds . that target proteolytic processing of the HIV Gag protein are 
included. In one embodiment, such compds. inhibit the interaction of the 
HIV protease enzyme with Gag by binding to the Gag proteolytic cleavage 
site rather than to the protease enzyme. In another embodiment, viruses 
or recombinant proteins that contain mutations in the region of the Gag 



proteolytic cleavage site can be used in screening assays to identify 
compds. that target proteolytic processing. Such compds . include 
dimethylsuccinyl derivs. of betulin, dihydrobetulin, betulinic acid and 
dihydrobetulinic acid. A particularly preferred compound is 
3-0- (3 ', 3 ' -dimethylsuccinyl) betulinic acid (DSB). Anti-viral activity of 
DSB was demonstrated, including against drug resistant HIV-1 isolates, and 
toxicity of DSB was analyzed. It was shown, that DSB causes a defect in 
the final step of Gag processing (CA-SPl cleavage) that has been associated 
with viral maturation defects. 
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OTHER SOURCE(S): MARPAT 140:105321 

AB A method for treating subjects with, inter alia, abnormal cell 
proliferation or infectious disease using agents of formula (I, 
AmNHCH(CH(CH3)CH2CH3)COAlR) (where Am and Al are amino acids and R = 
organo boronates, organo phosphonates, fluoroalkyl ketones, alphaketos, 
N-peptidyl-0- (acylhydroxylamines) , azapeptides, azetidines, f luoroolef ins 
dipeptide isosteres, peptidyl (a-aminoalkyl ) phosphonate esters. 



aminoacyl pyrrolidine-2-nitriles and 4-cyanothiazolidides ) is claimed. 
Methods for stimulating an immune response using the compds . of the 
invention are also claimed. Compns. containing Ile-boroPro compds. are also 
provided as are kits containing the compns. The invention embraces the use of 
these compds. alone or in combination with other therapeutic agents. 
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AB Compns. are provided that comprise monoclonal scFv antibodies against 

membrane proteins such as chemokine receptors. In particular, monoclonal 
human antibodies against human CXCR4 are provided that are capable of 
inhibiting HIV infection and chemotaxis in human breast cancer cells. The 
antibodies can be used as prophylactics or therapeutics to prevent and 
treat HIV infection and cancer, for screening drugs, and for diagnosing 
diseases or conditions associated with interactions with chemokine receptor; 
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AB Methods are provided for efficient, high throughput screening of antibody 
libraries against protein targets, especially membrane proteins. In 

particular, 

methods are provided for screening a fully human antibody library against 
membrane proteins such as chemokine receptors in yeast. More 
particularly, a library of human single chain antibodies is screened 
against peptide fragments derived from extracellular domains of human 
CXCR4 and CCR5 resp. and high affinity monoclonal antibodies against CXCR4 
and CCR5 are selected. The antibodies can be used as prophylactics or 
therapeutics to prevent and treat HIV infection, cancer and other diseases 



or conditions, as well 
conditions associated 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 

AB The invention refers to the use of Reverse Transcriptase (RT) inhibitor 

compds . for the preparation of pharmaceutical compns. to counteract the loss 

cellular differentiation in tumor and non tumor pathologies, said compound 
being able to bind the hydrophobic pocket on the RT subunit p66. 
Particularly preferred for such uses are the following compds.: 
nevirapine, efavirenz, delavirdine, corresponding salts and/or 
pharmaceutically acceptable derivs. thereof. Growth of Morris 3924A rat 
hepatomas were inhibited in rats by treatment with nevirapine or 
efavirenz . 
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genotyping kit and the OpenGene DNA sequencing system 
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41(4), 1594-1599 

CODEN: JCMIDW; ISSN: 0095-1137 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The TRUGENE HIV-1 Genotyping Kit and OpenGene DNA Sequencing System are 
designed to sequence the protease (PR)- and reverse transcriptase 
(RT)-coding regions of human immunodeficiency virus type 1 (HIV-1) pol. 
Studies were undertaken to determine the accuracy of this assay system in 
detecting resistance-associated mutations and to determine the effects of RNA 
extraction methods, anticoagulants, specimen handling, and potentially 
interfering substances. Samples were plasma obtained from HIV-infected 
subjects or seroneg. plasma to which viruses derived from wild-type and 
mutant infectious mol. clones (IMC) of HIV-1 were added. Extraction methods 
tested included standard and Ultrasensitive AMPLICOR HIV-1 MONITOR, QIAGEN 
viral RNA extraction mini kit, and QIAGEN Ultra HIV extraction kit, and NASBA 

manual 

HIV-1 quant. NucliSens. Sequence data from test sites were compared to a 
"gold standard" reference sequence to determine the percent agreement. 
Comparisons 

between test and reference sequences at the nucleotide level showed 97.5 to 
100% agreement. Similar results were obtained regardless of extraction method, 
regardless of use of EDTA or acid citrate dextrose as anticoagulant, and 
despite the presence of triglycerides, bilirubin, Hb, antiretroviral 
drugs, HIV-2, hepatitis C virus (HCV) , HBV, cytomegalovirus, human T-cell 
leukemia virus type 1 (HTLV-1), or HTLV-2 . Samples with HIV-1 RNA 
titers of >1,000 copies/mL gave consistent results. The TRUGENE 
HIV-1 Genotyping Kit and OpenGene DNA Sequencing System consistently 
generate highly accurate sequence data when tested with IMC-derived HIV 
and patient samples. 
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AB The invention discloses a method of treating an animal infection or 

neoplasm of cerebrospinal tissue characterized by a risk of death. The 
method comprises of : (a) injecting a physiol. acceptable fluid for 
cerebrospinal perfusion into a first catheter into the cerebrospinal 
pathway, which fluid for cerebrospinal perfusion has an therapeutically 
effective amount an agent, the agent selected for effectiveness against the 
infection as identified or diagnosed; (b) withdrawing fluid at a second 



catheter into the cerebrospinal pathway to create a flow and flow pathway 
between the first and second catheters; and (c) maintaining the flow for a 
period of time adapted to perfuse at least 1 CSF volume 
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Increased long-term mitochondrial toxicity in 
combinations of nucleoside analogue 
reverse-transcriptase inhibitors 
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BACKGROUND: Some nucleoside analog reverse transcriptase inhibitors (NRTI) 

may cause depletion of mitochondrial (mt) DNA in liver by inhibiting 

polymerase-y. The mtDNA depletion may contribute to lactic 

acidosis, steatohepatitis and liver failure. OBJECTIVE: To evaluate the 

long-term mitochondrial toxicity of NRTI combinations. METHODS: The HepG2 

human hepatoma cell line was cultivated in the presence of 

zalcitabine (ddC) , didanosine (ddl), stavudine (d4T) , lamivudine (3TC) , 

zidovudine (ZDV) and efavirenz at concns. equivalent to steady-state 

peak plasma levels (Cmax) , and also in one-third and 10 times Cmax. The 

NRTI were added to the medium alone or in combination. Control cells were 

incubated without any NRTI or with efavirenz. Cell growth, 

lactate production, intracellular lipid droplets, mtDNA and the mtDNA-encoded 
respiratory chain subunit COX II were monitored over a period of up to 30 
days. RESULTS: Time- and dose-dependent mtDNA depletion was observed with 
ddC > ddl > d4T and mtDNA depletion preceded or coincided with a decline 
in COX II expression, a decrease in cell growth, increased lactate production 
and increased intracellular lipids. 3TC and efavirenz did not 
affect any measurement. ZDV increased lactate moderately and cell growth 
was inhibited, despite normal mtDNA and COX II levels. The neg. effects 
on some measurements were more pronounced in the 3TC-ZDV and ddC-d4T 
combinations, than in the single-NRTI incubations. The combination of 
ddI-d4T was not more toxic than ddl alone. Mitochondrial damage by ZDV, 
d4T, ddl, and ddC did not reach steady-state by day 25. Using a Southern 
blot technique, mtDNA deletions were never observed CONCLUSION: The data 
indicate additive or synergistic long-term mitochondrial toxicity in some 
NRTI combinations. 
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AB Provided is, among other things, a method of treating in an animal 

infection or neoplasm of cerebrospinal tissue characterized by a risk of 
death, the method comprising: (a) injecting a physiol. acceptable fluid 
for cerebrospinal perfusion into a first catheter into the cerebrospinal 
pathway, which fluid for cerebrospinal perfusion has a therapeutically 
effective amount of an agent, the agent selected for effectiveness against 
the infection as identified or diagnosed; (b) withdrawing fluid at a 
second catheter into the cerebrospinal pathway to create a flow and flow 
pathway between the first and second catheters; and (c) maintaining the 
flow for a period of time adapted to perfuse at least 1 CSF volume 
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AB The invention discloses the use of incensole and/or f uranogermacrens , 

derivs. metabolites and precursors thereof in the treatment of neoplasia, 
particularly resistant neoplasia and immunodysregulatory disorders. These 
compds . can be administered alone or in combination with conventional 
chemotherapeutic, antiviral, antiparasite agents, radiation and/or 
surgery. Incensole and f uranogermacren and their mixture showed antitumor 
activity against various human carcinomas and melanomas and antimicrobial 
activity against Staphylococcus aureus and Enterococcus faecalis. 
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OTHER SOURCE(S): MARPAT 133:232870 

AB A method of treating and preventing viral infection is provided. In 

particular, a method of blocking viral infection facilitated by a serine 
proteolytic activity is disclosed, which consists of administering to a 



subject suffering or about to suffer from viral infection a 
therapeutically effective amount of a compound having a serine protease 
inhibitory or serpin activity. Among compds . are al-antitrypsin 
(AAT) , peptide derivs. from the carboxyterminal end of AAT, and man-made, 
synthetic compds. mimicking the action of such compds. The preferred 
viral infections include retroviral infection such as human 
immunodeficiency virus (HIV) infection. A method for treating other 
pathol. conditions mediated my a serine protease is also disclosed. 
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AB Therapeutic pharmacol. agents and methods are disclosed for chemical 
induction of intracellular hyperthermia and/or free radicals for the 
diagnosis and treatment of infections, malignancy, and other medical 
conditions. A process and composition are provided for the diagnosis or 
killing of cancer cells and inactivation of susceptible bacterial, 
parasitic, fungal, and viral pathogens by chemical generating heat, and/or 
free radicals and/or hyperthermia-inducible immunogenic determinants by 
using mitochondrial uncoupling agents, especially 2, 4-dinitrophenol, and thai: 
conjugates, either alone or in combination with other drugs, hormones, 
cytokines and radiation. 
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The advent of highly active antiretroviral therapy (HAART) and its 
co-administration with chemotherapy in patients with human 
immunodeficiency virus (HIV) -related lymphoma has lead to the exploration 
of potentially curative combination chemotherapy and myeloablative therapy 
followed by autologous haematopoietic stem cell transplantation (ASCT) . 
Applying the same principles used for patients with HIV-negative 
aggressive lymphoma, in 1998 we developed a program of high-dose therapy 
and ASCT at City of Hope for patients with HIV-related lymphoma and 
Hodgkin's disease. Our studies have primarily included patients with 
chemosensitive lymphoma in relapse or first remission with poor-risk 
features at diagnosis. Filgrastim (G-CSF) -primed peripheral blood stem 
cell mobilization and apheresis have been successful while patients were 
receiving HAART and chemotherapy. To date, ASCT has been performed in 19 



patients with HIV-related lymphoid malignancies, representing the largest 
single-institution experience reported to date. Most patients received a 
chemotherapy-based conditioning regimen consisting of high-dose 
carmustine, etoposide and cyclophosphamide. Early infections, namely 
bacteremias and neutropenic fever were similar to those observed in the 
HIV-negative transplant setting. Opportunistic infections were rare and 
easily treatable. There vvere three early deaths, two from relapsed 
lymphoma and one from multi-organ failure in an older patient. The 
remaining 16 patients are alive and in remission. In summary, ASCT is 
well tolerated, can result in long-term remissions, and is potentially 
curative in selected HIV-related lymphoma patients with chemosensitive 
relapse and high-risk disease in first remission defined by the 
age-adjusted International Prognostic Index criteria (i.e., two or three 
of the following: elevated LDH, advanced stage, and poor performance 
status) . Acquisition of resistance to HAART remains as a potential 
problem for HIV-positive patients who are cured of their lymphoma. 
.COPYRGT. 2003 Elsevier Ltd. All rights reserved. 
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AB Currently, drugs have been synthesised that can significantly delay the 
course of several viral infections, including those provoked by HBV, HCV 
or HIV, but that display consistent side effects, including toxicity for 
organelles such as mitochondria. Several in vitro models and techniques 
have been developed to analyse the effects of such compounds. HepG2 cells 
(from human hepatoma) are an excellent model to investigate 
mitochondrial (mt) toxicity because of their high content of organelles 
and mtDNA, and actually different investigators are indeed using such 
cells. Studies in vitro on cell lines are relatively easy, but it is 
necessary to be careful in the interpretation of data, which are usually 
obtained on continuously growing, tumour cells, quite different from 
normal, resting, non-neoplastic cells collected from a patient. Direct 



analysis of drug-induced mt damage in patients is extremely more complex 
than that performed using in vitro models because of the difficulty to 
obtain adequate cells or to have discrete amounts of biological material, 
the status of the patient at the moment of cell collection, the use of an 
adequate assay and its correct execution, and finally the possibility to 
find sex- and age-matched healthy controls as source of reference 
parameters . 
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AB The purpose of this collective review is to discuss management of 

operating room personnel who have had occupational exposure to blood and 
other body fluids that might contain hepatitis B virus (HBV) , hepatitis C 
virus (HCV) , human immunodeficiency virus (HIV) , and human T-cell 
lymphotropic virus type I (HTLV-I) . HBV postexposure prophylaxis includes 
starting hepatitis B vaccine series in any susceptible unvaccinated 
operating room personnel who sustain an exposure to blood or body fluid 
during surgery. Postexposure prophylaxis with hepatitis B immune globulin 
(HBIG) is an important consideration after determining the hepatitis B 
antigen status of the patient. Ideally, all operating room personnel 
should be vaccinated with hepatitis B vaccine before they pursue their 
career in surgery. Immune globulin and antiviral agents (e.g., interferon 
with or without ribavirin) should not be used for postexposure prophylaxis 
of operating room personnel exposed to patients with HCV; rather, 
follow-up HCV testing should be initiated to determine if infection 
develops. Postexposure prophylaxis for HIV involves a basic four-week 
regimen of two drugs (zidovudine and lamivudine; lamivudine and stavudine; 
or didanosine and stavudine) for most exposures. An expanded regimen that 
includes a third drug must be considered for HIV exposures that pose an 
increased risk for transmission. When developing a postexposure 
prophylaxis regimen, it is helpful to contact the National Clinicians' 
Postexposure Prophylaxis Hotline (1-888-448-4911). 
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AB BACKGROUND. Patients with acquired immunodeficiency syndrome 
(AIDS) -associated lymphoma/ leukemia have a poor prognosis and 
are frequently treated with low-intensity therapy. The authors 
investigated the feasibility and efficacy of hyper fractionated 
cyclophosphamide, vincristine, doxorubicin, and dexamethasone 
(hyper-CVAD) , a dose-intensive chemotherapy regimen, in patients with 
AIDS-associated Burkitt lymphoma/leukemia, as well as the 
possible impact of highly active antiretroviral therapy (HAART) in these 
patients. METHODS. Thirteen patients with AIDS-associated Burkitt 
lymphoma (six patients) or leukemia (acute lymphoblastic 
leukemia; seven patients) were treated with hyper-CVAD alternating 
with high-dose methotrexate and ara-C for a total of eight cycles. Nine 
patients received HAART from the start of induction chemotherapy (seven 
patients) or later in the course of chemotherapy (two patients) . The 
median patient age was 43 years (range, 32-55) . Nine patients were 
diagnosed with human immunodeficiency virus (HIV) infection at the time of 
diagnosis of Burkitt lymphoma/leukemia; the other 4 patients had 
been diagnosed with HIV infection for a median of 37 months (range, 
18-13 7) prior to the diagnosis of Burkitt lymphoma/leukemia. 
The median absolute CD4 count from the 9 patients with evaluable counts 
was 77 cells/|uL (range, 9-544) ; only one patient had a count > 
200/|uL. RESULTS. Twelve patients (92%) achieved a complete remission 
(CR) and one achieved a partial response (PR) . Eight patients continued 
in CR after a median of 31 months (range, 7-45) at the time of writing. 
Five patients were alive and in CR over two years later. The median 
survival was 12 months, with 48% of patients alive after 2 years. Six of 
seven patients who received HAART from the start of chemotherapy were 
alive and in CR after a median of 29 months (range, 7-45) . The four 
patients who did not receive HAART died. The regimen was universally 
myelosuppressive, but the toxicity profiles, recoveries from 
myelosuppression, and incidences of infectious complications were similar 
to that of non-HIV patients with Burkitt lymphoma/leukemia 
treated with the same regimen. CONCLUSIONS. Hyper-CVAD is an effective 
regimen for patients with AIDS-associated Burkitt lymphoma/ 
leukemia, with acceptable toxicity. The combination of hyper-CVAD 
and HAART is associated with long-term survival in patients with the two 
diseases, which, until recently, were both considered invariably fatal and 
almost futile to treat medically. .COPYRGT. 2002 American Cancer Society. 
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Objective: To monitor the appearance of HIV-1 variants resistant to 
inhibition by DMP 266, a benzoxazinone non-nucleoside reverse 
transcriptase inhibitor using two different protocols for applying drug 
selective pressure in tissue culture. To compare the phenotype and 
genotype of viral isolates selected by each method. Methods: MT-2 cells 
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and fresh donor peripheral blood mononuclear cells (PBMC) were infected 
with HIV-1 strain RF. The MT-2 cells were infected in the presence of a 
50% inhibitory concentration (IC-50) of DMP 266 and the concentration was 
slowly increased during the selection period. The PBMC were infected for 
1 week in the absence of inhibitor and then a single concentration was 
maintained throughout the selection period. Both cultures were passaged 
for approximately 4 months. Virus and cell pellets were harvested over 
this in vitro selection period, the RT genes amplified by polymerase chain 
reaction from the cell pellets, and the proviral DNAs sequenced. Isolated 
virus was tested for DMP 266 susceptibility in either the AIDS Clinical 
Trials Group/Department of Defense consensus assay or MT-2 yield reduction 
assay. Results: Passage in MT-2 cells resulted in accumulation of three 
substitutions in RT (V179D, LlOOl, Y181C) after 24 passages associated 
with 1000-fold reduced susceptibility to DMP 266. In PBMC cultures 
treated with 0.96 mu-M DMP 266, virus replication was completely 
suppressed after 2 weeks; no regrowth occurred in the presence of compound 
after 10 weeks or in the absence of compound for 3 additional weeks. The 
0.096 pM treated cultures had an initial 2.5-log reduction in infectious 
virus titre followed by rapid regrowth. Virus obtained at week 6 
displayed a 28-fold reduction in susceptibility with an LlOOl substitution 
in RT, and by week 11 displayed a 1000-fold reduction in susceptibility 
with an additional VI 081 substitution. Conclusions: High-level 
resistance to DMP 266 may develop by at least two pathways and 
experimental conditions influence the genotype selected. The continued 
absence of detectable virus in the PBMC cultures grown at 0.96 pM is 
supportive evidence that maintaining trough plasma levels of DMP 265 which 
result in sustained antiviral activity in vivo may delay emergence of 
highly resistant viral variants. Confirmation of this hypothesis will 
require clinical trials. 
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aminophospholipids and anionic phospholipids in viral entry, replication 
and spread. The present invention further provides particularly 
advantageous antibodies and immunocon jugates that bind to 
aminophospholipids and anionic phospholipids, and a new class of 
peptide-based derivs., such as duramycin-based compns., that bind to 
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of cancer and viral infections. Also disclosed are advantageous 

antibody, immunocon jugate and duramycin-based compns. and combinations 

that bind and inhibit anionic phospholipids and aminophospholipids, for 

use in the safe and effective treatment of cancer, viral 

infections and related diseases. 



OS. CITING REF COUNT: 



REFERENCE COUNT: 



THERE ARE 7 CAPLUS RECORDS THAT CITE THIS RECORD 
(11 CITINGS) 

THERE ARE 154 CITED REFERENCES AVAILABLE FOR 
THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 



=> d 11-15 ibib i 



LI 7 ANSWER 11 OF 24 CAPLUS COPYRIGHT 2010 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE(S): 
SOURCE: 



DOCUMENT TYPE: 



2004:451559 CAPLUS 
140 : 417915 

Method for testing drug susceptibility of HIV 
Dong, Jian-yun 

MUSC Foundation for Research Development, USA 

U.S. Pat. Appl. Publ., 67 pp., Cont . -in-part of U.S. 

Ser. No. 244,140. 

CODEN: USXXCO 

Patent 



LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



English 
4 



PATENT NO. 



DATE 



APPLICATION NO. 



DATE 



US 20040106136 
US 6406911 
US 6410013 
ZA 2001005521 
US 20020168345 
US 6967076 
US 20030064054 
US 6900010 
PRIORITY APPLN. INFO. 



20040603 
20020618 
20020625 
20020117 
20021114 
20051122 
20030403 
20050531 



US 2003-663360 
US 1999-314259 
US 2000-559244 
ZA 2001-5521 
US 2002-112579 

US 2002-244140 

US 1999-117136P 
US 1999-314259 
US 2000-559244 
US 2002-112579 
US 2002-244140 
WO 2000-US782 



20030915 <— 
19990518 <— 
20000426 <— 
20010704 <— 
20020329 <— 

20020913 <— 

P 19990125 <— 
A2 19990518 <— 
A3 20000426 <— 
A2 20020329 <— 
A2 20020913 <— 
Al 20000112 <— 



AB Methods, compns. and kits are provided for testing susceptibility of HIV 
to drug treatment, such as drug resistance of HIV and inhibition of HIV 
replication by a drug candidate. In one aspect of the invention, a method 
is provided for detecting drug resistance of HIV contained in a sample 
from an individual infected with HIV. In one embodiment, the method 
employs an indicator cell line which over-expresses CD4 and one or more 
co-receptors for HIV, e.g. CXCR4 and CCR5, at high levels to render the 
cells susceptible to productive infection of various strains, subtypes or 
clades of HIV from both laboratory and clin. isolates. The methods, compns 

and 

kits can be used for high throughput screening of HIV patient samples, 
anti-HIV agents, and for designing customized HIV therapy. 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
OTHER SOURCE(S): MARPAT 140:105321 

AB A method for treating subjects with, inter alia, abnormal cell 
proliferation or infectious disease using agents of formula (I, 
AmNHCH(CH(CH3)CH2CH3)COAlR) (where Am and Al are amino acids and R = 
organo boronates, organo phosphonates, fluoroalkyl ketones, alphaketos, 
N-peptidyl-O- (acylhydroxylamines) , azapeptides, azetidines, f luoroolef ins 
dipeptide isosteres, peptidyl (a-aminoalkyl ) phosphonate esters, 
aminoacyl pyrrolidine-2-nitriles and 4-cyanothiazolidides ) is claimed. 
Methods for stimulating an immune response using the compds . of the 
invention are also claimed. Compns. containing Ile-boroPro compds. are also 
provided as are kits containing the compns. The invention embraces the use of 
these compds. alone or in combination with other therapeutic agents. 
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AB The invention refers to the use of Reverse Transcriptase (RT) inhibitor 

compds . for the preparation of pharmaceutical compns. to counteract the loss 

cellular differentiation in tumor and non tumor 

pathologies, said compound being able to bind the hydrophobic pocket on the 

RT subunit p66. Particularly preferred for such uses are the following 

compds.: nevirapine, efavirenz, delavirdine, corresponding salts 

and/or pharmaceutically acceptable derivs. thereof. Growth of Morris 

392 4A rat hepatomas were inhibited in rats by treatment with nevirapine or 

efavirenz . 
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AB Diamines I [Rl, R2 = H, alkyl; A = (un) substituted cyclyl; X = bond, 

alkylene or alkenylene (linked to A via hetero atom) ; Y = S, 0, C0NR15, 
S02NR16; C02, SO, S02, NR17; R15-R17 = H, (un) substituted alkyl; AXY may 
form (un) substituted heterocyclyl ; 1 = 2-6; m = 2-4; n = 0-8; when Y = 
NR17, then A = (un ) substituted aromatic heterocyclyl], their salts, or the' 
prodrugs are prepared by condensation using AXR3 [A, X = same as above; R3 
C02H, S03H, their reactive derivative, (un) substituted amino, etc.], 
AXY(CH2) 1NHR7 (A, X, Y, 1 = same as above; R7 = H, alkyl, protecting 
group, CHO, leaving group) , or AXNH2 (A, X = same as above) . Thus, 
amidation of tert-Bu 4-aminobutyl [ 2- [ (tert- 

butoxycarbonyl) (cyclohexyl) amino] ethyl] carbamate with benzenesulf onyl 
chloride and deprotection gave I (AXY = PhS02NH, Rl = R2 = H, 1=4, m = 
2, n = 3), which at 1 (xM inhibited binding of SDF-la to CXCR4 
receptor by 81%. 
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The invention discloses the use of incensole and/or f uranogermacrens. 



derivs. metabolites and precursors thereof in the treatment of neoplasia, 
particularly resistant neoplasia and immunodysregulatory disorders. These 
compds. can be administered alone or in combination with conventional 
chemotherapeutic, antiviral, antiparasite agents, radiation and/or 
surgery. Incensole and f uranogermacren and their mixture showed antitumor 
activity against various human carcinomas and melanomas and antimicrobial 
activity against Staphylococcus aureus and Enterococcus faecalis. 
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OTHER SOURCE(S): MARPAT 133:232870 

AB A method of treating and preventing viral infection is provided. In 

particular, a method of blocking viral infection facilitated by a serine 
proteolytic activity is disclosed, which consists of administering to a 
subject suffering or about to suffer from viral infection a 
therapeutically effective amount of a compound having a serine protease 
inhibitory or serpin activity. Among compds. are al-antitrypsin 
(AAT) , peptide derivs. from the carboxyterminal end of AAT, and man-made, 
synthetic compds. mimicking the action of such compds. The preferred 



viral infections include retroviral infection such as human 
immunodeficiency virus (HIV) infection. A method for treating other 
pathol. conditions mediated my a serine protease is also disclosed. 
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AB Therapeutic pharmacol. agents and methods are disclosed for chemical 
induction of intracellular hyperthermia and/or free radicals for the 
diagnosis and treatment of infections, malignancy, and other medical 
conditions. A process and composition are provided for the diagnosis or 
killing of cancer cells and inactivation of susceptible 

bacterial, parasitic, fungal, and viral pathogens by chemical generating 
heat, and/or free radicals and/or hyperthermia-inducible immunogenic 
determinants by using mitochondrial uncoupling agents, especially 
2 , 4-dinitrophenol, and their conjugates, either alone or in combination 
with other drugs, hormones, cytokines and radiation. 
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Gateways to Clinical Trials is a guide to the most recent clinical trials 
in current literature and congresses. The data in the following tables 
has been retrieved from the Clinical Studies knowledge area of Prous 
Science Integrity, the drug discovery and development portal, 
http://integrity.prous.com. This issue focuses on the following selection 
of drugs: Abacavir sulfate, adalimumab, AERx morphine sulphate, alefacept, 
alemtuzumab, alendronic acid sodium salt, alicaforsen sodium, almotriptan, 
amprenavir, aripiprazole, atenolol, atorvastatin calcium; BSYX-AllO; 
Cantuzumab mertansine, capravirine, CDP-571, CDP-870, celecoxib; 
Delavirdine mesilate, docetaxel, dofetilide, donepezil hydrochloride, 
duloxetine hydrochloride, dutasteride, dydrogesterone; Efavirenz 
, emtricitabine, enjuvia, enteryx, epristeride, erlotinib hydrochloride, 
escitalopram oxalate, etanercept, etonogestrel , etoricoxib; Fesoterodine, 
finasteride, flt31igand; Galantamine hydrobromide, gemtuzumab ozogamicin, 
genistein, gepirone hydrochloride; Indinavir sulfate, infliximab; 
Lamivudine, lamivudine/ zidovudine/abacavir sulfate, leteprinim potassium, 
levetiracetam, liposomal doxorubicin, lopinavir, lopinavir /ritonavir, 
losartan potassium; MCC-465, MRA; Nebivolol, nesiritide, nevirapine; 
Olanzapine, OROS (R) -Methylphenidate hydrochloride; Peginter f eron alfa-2a, 
peginterf eron alfa-2b, Pimecrolimus, polyethylene glycol 3350, pramlintide 
acetate, pregabalin, PRO-2000; Risedronate sodium, risperidone, ritonavir, 
rituximab, rivastigmine tartrate, rofecoxib, rosuvastatin calcium; 
Saquinavir mesilate, Stavudine; Tacrolimus, tadalafil, tamsulosin 
hydrochloride, telmisartan, tomoxetine hydrochloride, treprostinil sodium, 
trimegestone, trimetrexate; Valdecoxib, venlafaxine hydrochloride; 
Zoledronic acid monohydrate. .COPYRGT. 2002 Prous Science. All rights 
reserved . 
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AB Tumours of smooth muscle origin, either solitary or multiple, are 

occasionally found in immunocompromised patients, particularly in children 
with acquired immunodeficiency syndrome (AIDS) . Most of the reported 
AIDS-associated leiomyomatous neoplasms have been found in the 
visceral organs, and the tumour cells all possessed the Epstein-Barr virus 
(EBV) genome. Here we present a 32-year-old-man with AIDS who developed 
three skin nodules on his lower left extremity. No other tumorous lesions 
were found using computed tomography scans. Two of the three nodules were 
resected for pathological examination. Histologically, both tumours were 
well circumscribed and located in the subcutis. The tumours were composed 
of interlacing fascicles of spindle-shaped cells with prominent 
vasculature and lymphocytic infiltration. No pleomorphism, mitosis or 
necrosis was seen. Immunohistochemically, the tumour cells were reactive 
to smooth muscle actin and desmin. Angioleiomyoma was diagnosed. 
EBV-encoded small RNAs were also demonstrated in the nucleus of the tumour 
cells by in situ hybridization but no EBV receptor (CD21) or latent 
membrane protein (LMP)-l was found in the tumour cells. No human 
herpesvirus (HHV)-8 genome was detected in the lesion using polymerase 
chain reaction analysis. The results of this study indicated that EBV 
containing subcutaneous angioleiomyoma was another neoplasm that 
must be considered in patients with human immunodeficiency virus infection 
who develop skin nodules. The role of EBV in the pathogenesis of this 
unique neoplasm is still unknown. 
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AB A notable change in the spectrum of clinical manifestations in 

HIV-infected subjects has been recognized over the past few years. The 

expanded use of HAART and the increased longevity of the HIV-infected 
population are the main factors accounting for this change. While the 
incidence of classical 01 occuring in severely immunosuppressed patients 
has declined dramatically, conditions linked to the use or removal of 
antiretroviral agents are often seen nowadays. Likewise, complications 
derived from concomitant diseases such as chronic viral hepatitis and 
tumors are now more relevant due to the longer life expectancy of 
HIV-infected individuals. 
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AB Merkel cell carcinoma (MCC) is a rare malignant tumour that develops in 
sun-exposed areas in immunocompromised patients (chronic lymphocytic 
leukaemia, transplant recipients) older than 50 years. We report MCC in a 
young black woman with human immunodeficiency virus (HIV) infection. A 
2-cm binodular violaceous lesion developed on her left ear lobe. 
Extensive work-up, including computed tomographic scans of the neck, 
chest, abdomen and pelvis, octreotide scan and sentinel node biopsy, did 
not demonstrate any metastasis. A wide excision was performed and the 
patient remained free of disease after 9 months. This case is the fourth 
observation of MCC in an HIV-infected patient. 
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AB Plasmablastic lymphoma is a relatively new entity that is considered to be 
a diffuse large B-cell lymphoma with an unique immunophenotype and a 
predilection for the oral cavity. We present a 50 year-old HIV-positive, 
bisexual, white male with a CD4 count 300/mm3 and a viral HIV-RNA 
polymerase chain reaction (PCR) load of 237 copies/ml, who developed a 
painful, purple-red mass in the edentulous area of the maxillary right 
first molar. Erythematous gingival enlargements of the interdental 
papillae were seen in three of the dental quadrants. In addition, the 
patient was being managed with antiretroviral therapy and liposomal 
doxorubicin for recurrent cutaneous Kaposi's sarcoma (KS). Although oral 
KS was suspected, the gingival lesions were biopsxed because they were 
refractory to chemotherapy and a lymphoma could not be excluded. 
Histopathologic examination revealed a lymphoid malignant neoplasm 
, consistent with a plasmablastic lymphoma. Immunoreactivity with vs38c, 
CD79a, kappa light chain, and IgG was readily identified in tumor 
cells; while only focal cells expressed CD20 and LCA (CD45RB) . CD56, CD3, 
lambda light chain, and EMA were non-reactive. EBV was detected in the 
tumor by Southern hybridization, PCR amplification, in situ 
hybridization for EBER-1 DNA, and immunohistochemistry for latent membrane 
protein-1. The same tumor was negative for HHV-8 by PCR. 

Recognition of plasmablastic lymphoma is important, because it represents 
an HIV-associated malignancy that predominately involves the oral cavity, 
may mimic KS and has a poor prognosis. .COPYRGT. 2002 Elsevier Science 
Ltd. All rights reserved. 
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The effect of highly active antiretroviral therapy (HAART) on the natural 
history of anal squamous intraepithelial lesions (ASIL)-the likely anal 
cancer precursor-and anal human papillomavirus (HPV) infection is 
unknown. ASIL severity and level of anal HPV DNA were evaluated among 
HIV-positive men who have sex with men (MSM) for at least 6 months before 
initiation of HAART. The results were compared with those from a 6-month 
period after initiation of HAART. Anal swabs for cytology and HPV studies 
were obtained, followed by high-resolution anoscopy and biopsy. Among men 
whose most severe pre-HAART diagnosis was atypical squamous cells of 
undetermined significance or low-grade ASIL, 18% (confidence interval 
[CI], 6-31%, 7 of 38) progressed and 21% (CI, 8-34%, 8 of 38) regressed 6 
months after starting HAART. Seventeen percent (CI, 0-38%, 2 of 12) of 
study subjects who began with a normal diagnosis developed ASIL. Only 4% 
(CI, 0-10%, 1 of 28) of study subjects with high-grade ASIL regressed to 
normal. There was no reduction in the proportion of study subjects who 
tested positive for HPV DNA or HPV DNA levels after HAART initiation. The 
ASIL and HPV data were similar to those of the pre-HAART comparison 
period. These results indicate that HAART has little effect on either 
ASIL or HPV in the first 6 months after HAART initiation. 
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